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EVALUATION OF THERAPY 


Each year gives rise to new pharmaco- 
logical, dietary and surgical measures which 
allegedly modify the course of hypertensive 
vascular disease. It therefore becomes in- 
creasingly important for the physician to 
appraise correctly the value of each thera- 
peutic agent or method. This objective can- 
not be achieved until certain aspects of the 
natural history of the disorder are appre- 
ciated and until the normally-occurring 
variations in signs and symptoms are fully 
recognized. 


Proper evaluation of treatment requires 
a correct diagnosis. Essential hypertension 
must be differentiated from other causes of 
an elevated blood pressure, some of which 


produce a predominant increase in cardiac 
output rather than in peripheral resistance. 
Hypertension may appear secondary to 
many neurogenic, endocrine as well as renal 
disturbances. Patients exhibiting lability of 
blood pressure, often to abnormal levels, are 
not always predestined to develop estab- 
lished disease. Furthermore, evidence is 
accumulating that moderate hypertension 
developing in later life is either of an un- 
usually benign variety or due entirely to 
unrelated arteriosclerotic factors. As op- 
posed to hypertensive vascular disease, 
which almost always begins before the age of 
50, these patients have practically a normal 
life expectancy and the incidence of patho- 
logical changes is similar in most respects 
to a normotensive population of the same age 
group. Interpretation of therapeutic results 
must therefore be looked upon with suspicion 
unless other etiologies have been excluded 
from consideration. 


It is unfortunate that measurements of 
arterial tension are subject to so many vari- 


IN HYPERTENSIVE DISEASE 


ations, yet they remain an important short- 
term index of the effectiveness of treatment. 
All are familiar with the profound changes 
in blood pressure which may follow altera- 
tions in emotional state, environment, posi- 
tion and activity. It is well known that hyper- 
tension may disappear in association with 
bed rest, may vanish for several days after 
fever, or may remain absent for periods of 
days, weeks and even many months after 
non-specific operative procedures, myocar- 
dial infarctions or cerebral vascular acci- 
dents. It is less well recognized that normal 
blood pressure values may be obtained in as 
many as 15 per cent of patients with uncom- 
plicated essential hypertension, even after 
decades of documented disease, following a 
period of prolonged rest or relaxation. In 
addition to these considerations, it is now 
established that at least three weeks of con- 
trol study are required to minimize psycho- 
therapeutic factors—and in some patients 
they can never be eliminated completely. In 
summary, the conditions as well as the man- 
ner in which the blood pressure is measured 
(whether single, multiple, casual, resting or 
basal readings are obtained) must be defined 
accurately and maintained consistently or 
else analyses are of doubtful significance. 


Symptomatic improvement is notoriously 
difficult to evaluate. So many complaints are 
ill-defined, are due to emotional disturbances, 
or are products of complications rather than 
the primary disease. It is common experience 
that the majority of subjective complaints 
disappear during an adequate control period. 
As an iliustration of the complexity of clin- 
ical appraisal it must be recalled that head- 
ache is a frequent symptom in normal people. 
In hypertensive patients, contrary to general 
belief, the incidence of headache is but mod- 
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erately increased and their severity cannot 
be correlated with the level of the blood pres- 
sure. Without treatment of any kind, approx- 
imately two-thirds of subjects with this com- 
plaint improve in time. An even greater 
number respond to suggestion, reassurance 
or sedation. One must be aware constantly 
of these spontaneous remissions in symp- 
toms before attributing them to specific 
remedies. 


The development of retinal arterioloscle- 
rosis provides an objective and clinical meas- 
ure of a pathological process. For this reason 
_ the disappearance of hemorrhages and exu- 

dates on funduscopic examination is often 
used as a criterion of therapeutic response. 
Yet a third of hypertensive patients show 
conspicious regression of these more exten- 
sive vascular changes, at least temporarily, 
and even without drop in blood pressure. 


In contrast to those manifestations which 
fluctuate considerably in their intensity or 
even disappear during the natural course of 
the disease, certain complications regress 
but rarely if at all. Persistent papilledema 
is usually a grave prognostic sign. Occa- 
sional hypertensive subjects have shown 
clearing of this manifestation, but in ap- 
proximately 90 per cent of patients death 
ensues within a year or two. As might be 
expected, such definate organic changes as 
cardiac hypertrophy or sclerotic changes in 
the cerebral, coronary or renal areas do not 
improve. For example, albuminuria due to 
nephrosclerosis does not diminish or disap- 
pear as a rule. Cases in which there is sig- 
nificant lessening of the amounts of albumin 
in the urine are almost always situations of 
complicated disease such as congestive fail- 
ure or lower urinary tract infection. 


Many investigators cite a decreased heart 
size or an improvement in the electrocar- 
diogram as proof of the effectiveness of 
treatment. The hypertrophied heart does not 
melt away in thin air; a smaller silhouette 
by X-ray means less dilatation or less con- 
gestive failure rather than a favorable mod- 
ification of the hypertensive state. Although 
spontaneous reversal of abnormal electro- 
cardiographic patterns is a rare occurrence 
at best, studies have shown that they may 
be reverted directionally toward normal 
merely by the addition of certain electrolytes 


to the diet. When “improvement” follows 
some treatment or procedure, have hyper- 
trophied or damaged myocardial fibers been 
restored to health? These changes are more 
likely to reflect less heart failure or a new 
metabolic equilibrium—not necessarily a 
better myocardium. 


Finally, therapy cannot be evaluated prop- 
erly unless one distinguishes between the 
disease, its manifestations and its complica- 
tions. Death in hypertensive vascular disease 
is due chiefly to organic vascular changes 
and is not the result of an elevated arterial 
tension. Is the patient definitely better off 
because symptoms have been alleviated, 
blood pressure reduced or retinitis im- 
proved? Does high blood pressure lead to 
complications or does it exist as an inciden- 
tal manifestation of some more diffuse and 
variable disorder? If it be true that hyper- 
tension is an effect rather than a cause, then 
successful treatment must do more than re- 
duce the height of the blood pressure. Knowl- 
edge must be obtained concerning the exact 
mechanisms behind each symptom and sign 
before it can be concluded that reversal in- 
dicates modification of the disease. Until this 
has been achieved, the real yardstick of bene- 
fit must rest on changes in the rate of prog- 
ress of vascular pathology. Such a change 
can be measured only by comparing the nat- 
ural history of the untreated disease with its 
treated counterpart. It follows, therefore, 
that detailed and long-range clinical studies 
are at present the sole method of judging 
the efficacy of therapy. P 


By way of conclusion, in considering the 
benefits of special therapies, one cannot be 
satisfied with reported improvements until 
they are compared with the spontaneous re- 
gressions that may take place in the natural 
history of hypertensive vascular disease. 
Furthermore, proof must ultimately be pro- 
vided, through comparative survival studies 
or through clarification of mechanisms, as 
to whether the progress of the disease is be- 
ing altered or merely one or more of its man- 
ifestations. Only then can the advantages of 
specific dietary, surgical or other therapeutic 
procedures be weighed accurately against 
their disadvantages, hazards and limitations. 


George A. Perera, M.D. 
New York, N. Y. 
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